INTRODUCTION
Human peripheral blood lymphocytes from patients with multiple sclerosis (MS)1 adhere in significantly higher numbers to measles virus infected human epithelial cells than lymphocytes from healthy controls or patients with other diseases (1, 2) . The phenomenon is not measles virus specific,2 requires viable monocytes,3 and is mediated by a prostaglandinsensitive mechanism (3, 4) . It is not known whether increased lymphocyte adherence (LA) to virus-infected cells has a direct relationship to cytopathic mechanisms responsible for chronic demyelination observed in MS patients. Kuttner and Woodruff (5) reported that rat thoracic duct lymphocytes have the capacity to bind to myelinated sections of rat brain. It is likely that human lymphocytes also have a receptor for myelin. We examined peripheral blood lymphocytes from patients with MS and controls for adherence to calf and human brain sections. Results show that a small percentage of human T lymphocytes has the capacity to adhere selectively to myelin, and that this capacity is enhanced in patients with MS. Removal of monocytes increased adherence of control lymphocytes to white matter but did not affect adherence of MS lymphocytes. Experiments in which autologous or allogeneic monocytes were added back to monocyte-depleted cell suspensions indicated that monocyte-mediated control of LA to white matter is defective in MS patients.
METHODS
Patients and controls. Patients were evaluated in the University of Connecticut Health Center MS Clinic. "Definite" MS (6) patients not currently on steroids or nonsteroidal antiinflammatory agents were asked to participate. Controls were healthy volunteers from the university population. All donors stopped all medication for 48 h. Fasting blood samples were taken between 8 and 9 a.m. Seven patients with neurological diseases other than MS included myasthenia gravis, central nervous system lupus, glioblastoma, Huntington's disease, senile dementia, and cerebrovascullar disease. Donors were all age and sex matched.
Mononuclear cell isolation. Mononuclear cells were obtained from defibrinated venous blood by centrifugation on Ficoll-Hypaque gradients (LSM, Bionetics Laboratory Products, Litton Bionetics Inc., Kensington, Md.) (7). Cells were incubated at 37°C, 60 min, washed, and resuspended in RPMI 1640 (Gibco Laboratories, Grand Island Biological Co., Grand Island, N. Y.) at 2-3 x 107 cells/ml.
Adherence to microexudate-coated flasks (8 
RESULTS
We examined control LA to gluitaraldehyde-fixed sections of calf, rat, and human cerebrum and cerebellum, human heart, mouse liver, monkey kidney (CV-1), human amnion, and human epithelial cells. Adherence to most tissues was uiniformly low and random (.5 lymphocytes/105 ,um2). Adherence to calf, rat, and human cerebrum and cerebellum was restricted to white matter (35-60 lymphocytes/105 ,um2) with no adherence to gray matter. LA to unfixed sections was slightly lower than fixed sections. All experiments were run on both fixed and unfixed tissue. Data represent adherence to fixed tissue.
Similar experiments were performed using MS lymphocytes (Table I) . MS LA to human cerebellum was also restricted to white matter. However, adherence was higher than seen for controls (Table I ; Fig. 1 ). The mean+SEM MS lymphocytes bound per unit area of white matter was 130+3.8 lymphocytes/ 105 pnm2 which is significantly (P < 0.01) different from the mean+SEM (41+2.9 lymphocytes/105 ,Am2) for controls (Table I) . LA to the molecular layer (gray matter) was negligible (Fig. 1) (5) and further discussed by these same authors (12 
Although the precise mechanisms and specificity that determine why MS lymphocytes adhere so avidly to myelinated tissue are not clear, the observations presented in this paper should provide useful insights into the cytopathic mechanisms responsible for demyelination in MS.
